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, Takeuchi, 0., Hoshino, K. , Akira, S. , Fujimoto, J. and Nakanishi, K. 2 

002. Critical roles of myeloid differentiation factor 88-dependent proin 
f lammatory cytokine release in early phase clearance of Listeria monocyt 
ogenes in mice. J. Immunol. 169:3863#fifD o B6/1 2 9«*0#«4Mfc7 
T ^-88 (MyD8 8) ^^X.Tollilz-b^- (TLR) 
?X<DF4-7?* (^) ti. ^K^ODr. Akira* fe«tt**t;fc (Seki et 

al#BB) 0 ^T^T^XtiiimW^T^^V^Co 
[0 0 8 5] 

H-fer K^3^mCowanl ^f>ffllU:S p AJ4, Calbiochemtt i JjJfcXLfco 

-mm (055 ;B5) frbwx&vm (lps) i±, Difcott* 

o Murine FasU 3tf> K h 9 >^7x^ ^ > > (mFasL) \z^X\U *W 
^it6^#RS 0 ^v^ffltciSfrt^caspase^iaW^Jz -VAD-FMK (ZVA 
D) caspase-lia«JAc-YCAD-CMK (Y V AD) 14, Peptide Ins 
titutd±**J*XLfc. ***WCtt, 10%FCS. 10 0U/ml^v'J 
>\ lOO^g/mUfvyb^v^A 50//M 2 - ^ 7 h 3-9 J - 
^2mM L-$OV* ^ >£^tfRPMI 1 6 4 0 *aHfOJS««[i: ttffl 
i^fco ^ 9^ h«ftPAM2 1 2(4, m^^^ODr. Tamaki* 
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[0 0 8 6] 

fcmm^ (1 cm2) i± N f4I«B67-)7$f,:liKCASPlTg"7e;^ 

tz±-C\ ^16 67-)^ CD4^7-)^ stat 6 ^3;^*. SfcJilL 
-18 R«^B6v^^Wftf(^iU:o &J»**fc LTt±. KCAS P 1 

[0 0 8 7] 

&M1&M<F>'^ I/Vlfx>Mi, artg^i-^T0^4rI5JC/ii6tC. lmg/ 
m 1 ©fltBS** *v >f v > (Sigmatttl) £ J: 0* 1 0 0 0 U/m 1 OflfSKpolymixin 
B (SigmattM) «rinx.7tlfcffl7K«:-^x.7to IS, I g E*Stife6t4fcl6i: 
jfo.it V V^Lfco 

[0 0 8 8] 

o ®m.^m *m?t<7> tz&K, ^h*'>v>tit v > *ejsy*$i# * ^ t 

(##StI«3 • 4#B3) o 
[0 0 8 9] 

femU* (1 cm2) {4, f4lOB6-7-)^if;liKCASP lTg7-)^ 
j^&WfcJfC, IM»?)iSt/:I^y-HJPBS (V 

'^MfHKtt* (PiercettK) £fflv\ E L I S A* v Mc £ 0 MSeLfco 
[0 0 9 0] 
CTh 1/Th 2^-fb] 
BMOCD 4+TlfflJft^ AutoMACS (Miltenyi Biotec1±$0 £fflV>T 

fc^-c&s Ltz-??* frb&mLtzo mtz cjmi ^tzmmmmmc d 4 

tf-X (Miltenyi Biotech) 1 1 i> \Z4 j.^- b Lfc 0 CD4+Ttt« 
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ttJ£t±9 8%j@-C*ofco fflflS (lXloVml) @^t^tt7tmCD3 
e (PharMingentt*) kfct^48WFW-f>#a^-hL, *L-r*LO±»0 I 
FN-y L-4<7>&tJg£EL I SA&KU: IJ^Lfco 

[0 0 9 1] 

I L- 1 8?tE(iMB UilEL I SA**y hlz£ 0&5eL/Co IL-4> I 
FN-yj3J:r>*IL-l/8&, Genzyme1±SLE L I S A^r y M" <fc •) Vkfe Ltz 0 
I L-5?>EL I S A*y Endogentt^SiALfCo JflLVt I gEj&JgJ±. P 
harMingenttfiEL I SA^r7 MCfc 0&5cL£o IL-UOI FN- 7 f$ 
tlti, LNK'>y-Xfci&^tfe*tfeI L- 1 8£»-7^NK»n- 

[0 0 9 2] 

JMfciftKf^ LNK5E6W^ LNK5E3ttJ:n> IFN- 7 14 

£0«£#1i-9->-7 0 ;>:j3 cfctF 1 0 0 p g/m lOIL-1 2tttlC, #L I L 

- 1 8fet#: (5 0 a* g/m 1 ) ^ftTl^li^Tt?4 8 B#HK 

Mfc. IL-1 8<0®tt*^.^:^-t-J:-9JC, I L-l 8fc*tt-*Jfc*Pfc 

Wt6#M) o 

I L-l 8fSttJS= L- 1 8ftflc<D7F^Tfc£tt*-hJ* , t , «>I FN-y 

) - (tfuIL-l 8fit#Off*T^*5»t*±»*OIFN-7) o 
[0 0 9 3] 
(SpA<DM] 

l^WSpAl, 5// lOM (5 0%^';^n-;KOPBSM) t"^ 
tf>Lfc«>«!> (SpAM) fcWRU £<0SpAi£te*»iso:?<Z>&J|^ 1 
4 BB4£HitofijL-;fco 3Vha-^tLt, SpA^^5/( 

[0 0 9 4] 
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KCii, Dr. Tamaki-ftiUCt *) TFZtifzJj&i (Vestergaard, C. , Yoneyama, H. , 
Murai, M. , Nakamura, K. , Tamaki, K., Terashima, Y. , Imai, T. , Yoshie, 0 
Irimura, T. , Mizutani, H. , et al. 1999. Overproduction of Th2-specifi 
c chemokine in NC/Nga mice exhibiting atopic dermatitis- like lesions. J. 
Clin. Invest. 104:1097, ttzit, Tamaki, K. , Stingl, G. , Gullino, M. , Sa 
chs, D. H. and Katz, S. I. 1979. la antigens in mouse skin are predomina 
ntly expressed on Langerhans cell. J. Immunol. 123:784#flB) CLt^'ot 

, &mmttw.<D-?v xfrhmmL, mmfr?-<n%m*jEi?;i l z®mz*t2>tztbK 

, -mft^fctpX^ >**s<~-YLt2 0 DC£l&*-t&£#>K, KC£CD1 1 
c70nt*-X (Miltenyi BiotectfciSD t b \z 4 b Ltz'ik, C 

D 1 1 c+WiAu t oMACS^ffl^ti*U 0 
[0 0 9 5] 

KC (5X1 0Vm 1 ) J^:ttPAM2 1 2» (2 X 1 oVm 1 ) W\ ffi. 
^^iOSpAt, 1 fi g/m 1 ©LP StfzitmF a s L (lX10 6 /ml 
) 1 1 fete 2 Amm^ h Ltz a -WgtfMX*^ ^£M<£>KC£, 

2 0 /iM^ZVADi/cliYVAD^ftTt, 10 0^ g/m l^SpAtt 
4H2 4B#K-f h Ltz a -ett-etLO±rt^i3lt^ I L- 1 8^S*3J: 

Iftnm&mU EL I S A^M^Ty-fe^KJ: Zti^ti&fcLfZo -U<V 
HWfl-Cti, KCIi5 0 0 M g/m 1 O S p A 1 1 & \Z 4 BtP^-f h L 

, :£RNA£3tifctiLT, RT-PCR (Tsutsui, H. , Matsui, K., Kawada, N. , 
Hyodo, Y. , Hayashi, N. , Okamura, H. , Higashino, K. and Nakanishi, K. 19 
97. IL-18 accounts for both TNF-a- and Fas ligand-mediated hepatotoxic 
pathways in endotoxin- induced liver injury in mice. J. Immunol. 159:3961 
#HS) =Mto£ 0 IL-18, IL-12p35. IL-12p4 04fclii»- 
T^^-XDtzibcD^^^-^-W^K^fKD^-^ Yiij >[:o^t^)PCR^ 
#tcov^T(i N JifBTsutsui et al. £#fls 0 
[0 0 9 61 
(Kupffer*fflJ&<7>f!$!0 

Kupffer«^PM(i> imW$M6 K LtiWvXff otz* Kupffer« (IX 

ffiSE# 2004-3047256 
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106/ml) f±> ljug/ml^LPS 0;##IS£) ttUU^'f^* 
i^-}>L, -€"tt^><7) I L — 1 8 > IL-12p35> I L - 1 2 p 4 0 & X t>* 
p-T?^y<0§t;M*RT-F CRKX «9 > mRNAjftJgt LTfcfc£L/io 
[0 0 9 7] 
[FACS (^ft^5S«5m#l) ^flf) 

DC, C D 4 +T W^C D 8+T $mWrXUe KLtz^^X 

MMLtzKC*? J h'J > (PE) Sr^tHftCDllc (PharMingen1±^ 

) 5$£tf7fr*U*4>'(V?-* : yT*-Y (FITC) £^tr#iI-Ab (Pha 
rMingentt^) , tfcliPE ^r#tfipLC D 4 (PharMingenttlSD fei^FITC 
&^-trirCCD8 (PharMingenttlO ^a^- b L£m> rfe7n-^f b 

[0 0 9 8] 

[Heft"*) 

<7)^nmt, mtLLtzX^-zL-r^ b-r^ H-i «9fro£ 0 P<0. 0 5^tt 
[0 0 9 9] 

: KCASP 1 T g-WXfrb<Dj£.M &UK<0&miz£2> I gE<D 

mm} 

mj}^. kcasp i t g^vx<Dm&&mfim&m<v]Eii;%mtkm^'yxK 

l>l§#:HtSti^i^*^t. IfiLTfP^-^coi L - 1 8 33 J: I gEztJg^^ 
tl.KCASPlTgv7X«: t LXMIRLfzo KCASPlTg-^* 

<7)^&iS>Tri/i(i^^jfe^n-*, EISt&B 6-7?* K^fitU ^oiLvf I 

gEi&mzmfcLtzo zvm^zmnzTFto 

[0 10 0] 

77XCKCASP 1 T g^?*<7>#i^&Ji fc^L/^^Sr^U ^77^ 
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^HdftSlv^niJjiO^II©**^^^ KCASP 1 Tg"7^#M 

«t & i g e m%.<o tz tb \z m.m * > ? v > ^-r & ^ t & k ^ l fc&J* 

2££tiS?Lfc (El 1 <*>_b;fr : Graft survival) 0 "f- * tt**iW*Wf^^ 
[0 10 1] 

[0 10 2] 

fcfc, r*-*W:7F$&v^ jfitffl L-l 8^t4ifO^-f "/<a&Jf#*gtf-K 
i^f!imom^±#L^^ofZo HC<f-^tt*$W, jfiLff I L - 4 £ £ 
liIL-6!Sli, -fliJROEL I SA^-y h-CtilfetB$*t*^o7to £*t 
^<b, KCASPlTg-7WgMl±, jE#fcB6T**fc:fM***tfc 

- 1 8 0S#*flfihU7t^^E*,Hf!tih"t&, ft-m&<D I L- 1 8Mi4oi g 
[0 10 3] 

CHWA2 : KCAS P 1 Tg^?XO^jkJf I L - 1 8-StTT 

h 2 h * 4 ><omm 



ffi|E# 2004-3047256 



mm 2003-120630 



^-v I 28/ 



tz±x\ il-1 snmstzm&Lfco ^os**ia2A-F^i" 0 

[0 10 41 

HI2A~Ft?(±. i»)o^LW97^ 2E5<£>KCASP lTg^W 

2 EEcOKC A S P 1 Tg-7-)^75^t>y'J >^$;h.fc^P§^J&Jf <*>&#OS* 
£tfL> 6ftiO#^97#, SE^IFta^f^^tV^'r/^Lfcavh 

i»*£*3»t*IL-l 8<£»«£^L, Ht<BI2BM\ IL-1 8 <0j&14£ ( 
IL-1 8(fr&14<*>LNK5E 6«Ife£J:* I FN-yI4) £^L> 0 2 Cli 
IL-1 /8<0iftK&?FU i2DliI FN-yOiJg*^U IU2E{iIL-4 
C0«£*L, 0 2FttIL-5O*JKSr^i-o ^*l-P*i<W 

[0 10 5] 

i2At:^fiM:, KCASP 1 T g^*0#i^&Jf cO^lil^teE L I S 

A^iL-uiitfu i l - 1 8 ouro^ «t vmmmnmjjtfikto 

Ztitio —77^ KCASP lTg^^^^iiM^iWi, ft^IL" 

1 8itL^*^ m&mw x<7>&m<omm®fc&\,*xte, i l-i s<nm 

[0 10 6] 

IL-18C^nM7'n7h»^ KCASP lTg7-)X 
OjftJtO*3E«ffitt^ 18kDa<7>IL-18£24kDa<7> 

il-1 smmfct<DMiiZ%m.u wt&mw **>bu*}s£vkc as? 1 t 

gv*X02Np|^£Ji{i2 4 kD aOI L - 1 8 TWTefrO £ 

tffofc. -eo^m, H2B^tJ:^:> KCASP lTgWOWA 
Jffil L-18i:i*I FN-7«*OfiHtft^«3W*v>ii:ft^Lfco 
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[0 10 7] 

tLTv»fc, IL-18> I L — 1 /9KJnix.-t\ ffeOcaspase-ljg&tf & ^ 

*<DI gEDIIt #ffi£*l^M#-K£*t& I L- 1 8*5i^I L- 1 0<D* 
[0 10 8] 

KCAS P 1 T g^^XO^JfeJfO^^^lCjbnt^ I FN- 7 ^ I 
L-4i3J:t>*I L- 5 (VmmZmfcLtZo Z<Dffi^ i2D-F^tJ;9^ 
KCASPlTg-r^^^OT^i^^tli, IFN- r > IL-4&J: 

©IL-18, I L- 1 /?, I FN— y n I L - 5 i3 itf I L- 4 tf*lTV» 
[0 10 9] 

KCASPlTg^X <7)#3^&Jf ti if O ? ^^IfflBa^a Ltv»50* 
fcgi^&fci&K, FACSKJ:lK KC**+*>CD 4+THKL CD8+T« 

[0 110] 

BI3A • Dte> (WT) OjEft&J&M. 121 3 B • E*±. KCAS 

PlTgv-^^^iM (T g /non-lesion) > H3C-Fti, KCASP 
1 T g-?*7A<Dm^J&M (Tg/lesion) frb%b fltzK CW&?>1&&*7Fi~o 
E13 A~C(i. ^KC^tPE*^tftfLCD4*3<J:O f F I T C Sr^tfJftC D 8 
fc£>f>**^-bLfc*£*-e* , K HI3D~Ft±, &KC*i#i:PE£^tr#i 
CD 1 1 c&X&F I TCfc-g-tHfcl -Abfcfc>f h Lfc|&*£^i- 

o 0 3A-FW^*li:*v»Tli, CD4+TfflWiy f CD8+T« 

<ajfr££. CD1 1 c+DC^J^I -A*> +D C fc^-fo **t 
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[0 111] 

i3A~Ft:^fi^:, »3£&J»-Ctf\ »£Sh?"7* tJtt&LT, CD4 + 
[0 112] 

7*-^n^**v^ mmmm^mt, wt&m-rvxiittXtLx. kcasp 

££1-&o CD4+T»li, KCASPlTg^^^iMt: 

[0 113] 

Jf ££{±^£M^**^:E#£j£j££#*gU 2 lBti:a«^CD4+T« 
^H^bS^T^CD 3 £ti>lZ4 8mmJ >^ri^- h U JiY#Ki3tt& I L 
-4jlJK (i»)o^LW57) fcIFN- y M (fifelO#^7) fcfc 
ELISAT^L/:„ -tOjfe**® 4 K^to 
[0 1 14] 

[0 115] 

0 4i:^tJ: ? H, KCASPlTg-77^0i^S)|^IUIl 2 IB 
h ^It^M^CD 4+«li, lEHtfcB 6 Sr^fitL 
^>tJfcRU> ®^k$tt/i^CD3tcS^Lr I L-4i3iO f I FN- 

ffif2E# 2004-3047256 
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7 OJUfrfc^SKjg^Lfco 
[0 116] 

fl&(±. B 6^M^^X<7)^jf^#fflL7tl/vtf-x> Y<Di><7)KVZ1fc-f2>m<VI 
L-4 I FN- 7 *m$L\^tz (-71s- h#£»ffiCD3fc*t-r&J6«r) 0 L^L 
fca*^ T*-^{i^$*v^^ 7 Bttii, KCASPlTg-7>)X(7)ifM 

* fcf±#MHas&J* «r#«Lfc V v tTo- V h -Cti, C D 4 +T«(i, I L - 4 £ 
itri FN- 7 ^£M^*^IE^&&/#£^SL*::2> hn-^l/ylf 

[0 117] 

^tt<bOjgf*(i, CD4+Tl»*Th 1/Th 2jfflfl&tw^fc-t.*3tie>twti, 

mmj&mv&mfrv&mz x zmwifrk 2-3 aw^st?** - 1 *^i-o 

in vivolCj3tt& I gEO$^li, i&jgK I L - 1 8 «rtttfii-*^aE 
[0 118] 

tmmm 4 : I L - 1 8 , C D 4 & <£ tfstate I g E OSNH 

KCASP lTgv^XWiffl^ j gE^iff^^^^XAMl/ 

^/p-C^flfLfco t^5T% CD4+TWiv>/:7^^{iIL-18^4 

* f fiJUOC D 4+T WWHt $ti-5<0^ **v»W\ -fPi^&JiK&S 
Lfc I L - 4 Zm*k-fZ> Ttt (EI 2 E#flB) I g EfftC^^H 
1ft £ fit x. T v O ^ Sr m ^ 0 

[0 119] 

at 2 i b@c> i gEMSco^^tcjiiLtt^^^y; yrLtzo Zrom&Zffls 

£CD4K0T\ stat6^-=<">^c0^m* stat K 0-7^^^ IL-18Ra 
^v^^Og** I L- 1 8RK0t?^to 6^1^7 7 (pre) 
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t& ? 0 a g^ig^&iK ^o^L^^? (post) ^2 1 B iO^m^TFi" 

o 

[0 12 0] 

if, CD4^7^xli, @5A»i^:, KC A S P 1 T g v^*tf> 
^J^iScO^filt/c^T^x.^ I gE^m^t^^oTto KCA 

spit g-?^x<Dm^Bim (DfemfrKteVhrnmrni, *xh«cD4+Tii 

& t f ± I g E 0^#14<7)±# £ ft»i" * £ t tfX* § & v> d t * 7m L X ^ & 

o 

[0 12 1] 

Sfc, stat6^I L-40v^f-;HE^CTnJ^;-e*^C^^'b, 
h fc3feOstat6j& f I gEg|#Kft5eM;&>«:#*rLfc£££, HI5 A^-Ti^C 
, stat6££**">*«U Wl^flU:^ v^&& I gE<0±#^^^ 

* v*^\ B 6 * * © jEUT * J&M <7>®U i> C D 4 + T mm, * tz listat6j&*&3c L 

EOMS(i> h^^CD4+TM*3J:0 ? stat6^«x.rv^^§/ilti' 
fe£ <2>o 

[0 12 2] 

mUft-tpV I L- 1 8^ hfp-ei gEOSIS*5l§jBCi-^5 

§ I L — 1 8 R a£3cv^*£ffi^£ 0 0 5 Afc^-f-J: ? K> I L- 1 8 R 
a^^^tlt I gEO_L#fiB^>tL^^o/co -y-^li^Sfev*** 
> B6****OiE1iffc&tf*#teL;fcI L-l 8Ra^v^^!iI gEO_L# 

[0 12 3] 
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[0 12 4] 

T h 1 /T h 2 8BJfe^>$Mt*>, **E^^£Wt* I L - 1 8 

[0 12 5] 

f :i± KCASP 1 Tg7W«MWt^o 2 1 H@i:Vvex>f^ 
ibl»lOCD4+T«^«L, Bsg<fc$*LfctitCD3-e»lJ*L, 
I L-4 t I FN-y fciELI SA*ClW56Lfco * El 5 B k^fo 

[0 12 6] 

E15BT'{±. »^a-r^^^jE#ft&J(l«)tt**WT-C, KCASPlTgv 
•7*<£^&Jf tf5fe**T g/lesion-C^to 7** I N F - y <0 

[0 12 7] 

B 5 B *«&«OfMtM-*««**tfcI L-l 8R«^ 
XT-li, CD4+T«ii. ^M^'^XOiE^^JSJt'Sr^fil^tt^ I L- 1 8 
R ff ^->^^)CD4+T»tjtttt^ I L-4*fcl±I FN- y 
*>M£Lfco *fc^©fHiM-**LfcThl/Th2«W> 
ftiUi, mtftfrhlkfo^KK I L-l 8^#LTV^pT^147&*^$tLAo 
[0 12 8] 

(11*60)5 : in vivo^^frt^SpAtCi^IL-1 8*5*0*1 gE 
ffeyK7ff^i*ii> «FHttADom#^*3^T, J&liOifeeSS'fbSr^fk 
v>< &*©ADA*-C»*JM*I L-lSWE^tiii^fefttv* 
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SpA (100Aig/B) ^L^-)^^I<?)CD4+T»7 p l/-h 
tt*tfcCD 3 i:tU:4 SttlRH > U **^*toJii*K*tt& I F 

N-yfcitfl L-4(?)IS^EL I SA-e«IJ5tt7to *<Z>*&**EI 6 A~C 

[0 13 0] 

i6A-Ct(i, ^0^<7)^^Veh-e^"to ifc, HI 6 Att I L - 1 8 O 
8*fc*U H6BI4I gEOgf^to Sfcfc. H 6 C 

tL-rtL<D^lc*3lt^> 3EO"7^^H> lE(0f-^^to fc3b\ ND titfe 
[0 13 1] 

H6A»c*i-J:^^ SpA^UvWtli, JflL^OI L- 1 8<£>V 

I L- 1 2 p 4 0, I L - 1 2 p 7 Oli, ELI S AT"l±^tB$^^ofc 0 * 
fc, 06B^-TJ:^H, I gE V^JV4>fflJfrfc#WK±#Lfc<> UDx-T, 116 

*ofc. C*Le,Ott*tt, IL-18«flkH»^ SpA#Thl/Th2i 

[0 13 2] 

mm e : s P a itis* tt k c t± i l - 1 8 i l - 1 2 1± 

IL-18l±> I L- 1 2 7& s £tf*U*I gE*t$t*it^i, IL-1 
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lps (v#g>mm) *^*fcjwayfflttnnwi l- i 2 0*^*51 stei-t-^fc 

1 8 ^M>L, dfrfcOiffll&ri* I L - 1 2 Ol4^#^fi: I L - 1 8 =Sr^"f 
[0 13 3] 

^fletfJKii, PAM2 12« (-7^7(7)KC«) ^SpAttti:, * 
fcttS p AfcLT?2 4H£BK y**-^- Y U ■Zrti j eK<D±m*?> IL-1 8ft 
ft*: I L-l 8<OI FN-7*Bit44»ffitt*EL I SAfc^tT?^ 
-e<Zti*?timfeLtZo -€-<OiNr*£l2l7 Afc^1\, 0 7ATNi. L- 1 8 

[0 13 4] 

B7AHi!I^J:^:, S p Ai:i £JM»o&, PAM2 12«(i, I 
FN- 7 i4^i|Et-&ut^fi-5 I L- 1 8 £5WLTV>& 0 
[0 13 5] 

££>K. ffitzKMm^tzK C&S p Afcj£#LT I L- 1 8 &53*&1-*#^fiE 
f ^41B 6-7-)^OKC^^V^^tOS p At 2 4R#HK > 

[0 13 6] 

f4IB6-7^XO^f,lil/:KCi/:(iCDl l+» 
*Rv»fcKCKov»T, CD1 1 c tMHC^7^II (1-A*>) ©M*7n 
-tO^h'J-t'MUo Z.tit><Dmm±S p A#£T> i^liSpAO* 
V«t2 4R#fS-f >^r^^- h U ±vt<7) I L- 1 8ME£EL I SATi|IJ5e 

L^KC (unf ract ionated) «9 L/c#^ 77TvtU C D 1 1 c 
£B£v*£:KC (CD 1 1 c -depleted) £ Sifci ^9 "7^1" 0 
[0 13 7] 
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N KCiiS p AOjM»&£tt&fc I L- 1 8£#*&Lfco fcfc, EI7BOt*-* 
[0 13 8] 

SpAi:il*$*iSKC*?>©I L-l 8^WW4^*-XA* 
JMH"** caspase-l^ s L PS (U tf&ffiM) <7>m^~ £ & I L - 1 8 
K'&m-eJb Z^tfrb, SpACi &5feiafc£$tt fccaspase-l&*K C i^^I 
L-l 8«*«rW^feo 
10 13 9] 

JWfcWfctt* KCIi. SP£S^?*> caspase-l&3cV** N TLR2^v 

ZVAD, 2 0 juMYVADlfclil^C^tODMSO (Veh) «>#3ET\ 5 0 
0// g/ml»SpAi:J:U:2 4 B#W>f h Ltz 0 |W|B#K. ±M&3^ 

Mi*^KC^5 0 0 // g/m l©SpAti:U:2 4B#F^^T h t 

fwo Zti?tl<0±m*<Vl L- 1 8 £EL I S A-C«05feL7to ^ Oft** El 7 C 

[0 14 0] 

TLR2^iO f IBiltO#^7!i t TLR2^^S:, MyDfeitF 
[0 14 1] 

E!7 Cfcjjrt J: ? ^ DMS0*SDx.T^5 0 0// g/m 10SpAH>^ 
^✓st_ \^f z ^^^-r^^(DKCit, 28. 4±3. 5p g/mlOIL-1 8 
ZMfkLtZo tfz, caspase-lX^^^OKCOT^M^^^OKC^E^ci- 
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Z> V^.)V<D I L - 1 8 *frB-f&o Z<r>tz£>, S p A<7)$iJ^C2t-t&caspase-l 
t:^l^v>I L-l 8 W^tLtv^o i7CC0f-^^ 3o 

[0 14 2] 

ttz, caspase-lia#«lT?**YVAD^ £v>*Effl<*>caspaseSrlfiW-*-* Z V 
ADIi, LP Sitzl±mzmmir2>F a s KfcttLT, jmRoaiSfe^* n 

77- vTNfc &Kupf f erfflffi.fr h <F> I L - 1 8 £ & .1 t h 

tLTV^ 0 Z<Dtz#>, S p A^i&flM&^t/iKC^o^T, IL-18^ 
$ W^. YVADIf:(iZVAD Wf^*l^/;o HI 7 CiZ^k-fX 7 tc, 
?> <D 2 ^Ocaspasel&^Jti S p A K X mm^^tzm&M^ * <0 K C 
t,©IL-18miifL^o/co dO«f*t±, S p AKi&iftJ&fc^t*: 
KC^ibOIL-1 8^acfev^T, caspase{±TO^-e&&<l££^rt-o 7*- 
* $ & uti ficaspase-1^-7 -)X«KC T *> £ 

[0 14 3] 

£ <b fc, # < O0£WT LR/MyD88v ^^^ft»«:3M»fci- & i t frh 

LR^ VA-tio-C^xr^iiOT^TW-^f^iMyD 8 8 K 
mfLX I L - 1 8 *^i-*0^4rg»^fco HI 7 C fc^t «t ? TLR2t 
MyD8 80MM S p AKmmZ*i2>KCfrb<D I L- 1 8MCWIt 
TLR|:t#L4^I L-l 8M^tLTV^ 0 
[0 14 4] 

Kupffer*M&ri*L P S 2 fcliMUSSillOF as'J # ^ Kfc J: *JWttfcJ& 
^UI L-l 8 itLt>0$IJSc^KC^t>OI L-l 8 

^fcflWta^fcW^fco *#Wtwti> If £M B67^^^5>OKC (5X1 
OVml) li, 500//g/mlOSpA, l^g/mlOLPS^ ifclil 
XI 0 6 /ml<7)mFa s L t £ & K 2 4 R$HK >^a^- h Lfc Q nbtlfz± 
miZ&* ti%> I L- 1 81*. EL I SA-CfflfcLfco *^ 1 

[0 14 5] 
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m 1 <0&Mfr h i "7 v Kupf feriftt t K C (± L P S i tz 

(iF a s V1f> V\,Z£2>$m*%:lfttki> IL-18 £3WL£^o£ 0 

[0 14 7] 

s p Aizx&nmz^ffcKctmmz i l-i 2^wr^>^^P^ 

tzo fflA<0 1 L-l 2 fc^l"^*^ SpA£:4B#P^ L£K 
C^?)^RNA»tRT-PCR^f:o JL^iftJcfi, ^4S^B6"7 
^*^KC hKupffer*BJ&£:& 5 0 0 fx g/m 1 O S p A<7)MET£ £l±#Mt 
T\ afcon^ 1 ^ g/m 1 OLP SC0^T^^ii##ftTT% -etL^4B#F^ 
J >*i^- h L£o fflffitfc^RNA*^ I L- 1 8, IL-12p4 0> I 
L - 1 2 p 3 B^i^/J-T^f ><7)mRNA<7)fI^^^!:RT-PCR-eI 

[0 14 8] 

m 7 D IC^-T J; ^ tc. LPS tLfzKupf fer*Hfl&56 s IL-12p35t 

I L - 1 2 p 4 0 tOWJjZ&mLtKDlZttL, S p AK i **d«C*S»t^KC 
-eti, I L- 1 2 p 3 5 *> I L- 1 2 p 4 0 fc;&tb£*Lft3&>o*:o 8B#M£fci4 
1 6fl#MSpA.fc>f >*i^-hLfcKC^<bl*;fc. ^TWRNA»TI L 
- 1 2 Ktt-r&RT-PCR^fofc^ *tLt>Oti:ii I L - 1 2 0fRltL^^ 
WSfLfc^ofco T*-***^^^ EL I SA-C& I L-l 2*«l5feLfcd* 
, 2 4B#|BK h LfcftOS p Afc J:&JW*«r$JtfcKCO±»^tt I 

L- 1 2 p 4 0 Sfctt I L- 1 2 p 7 Oti^ffi^tt^^o/Co 
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W>>\ KupfferMtiS pAl^t^^i: LTI L-l 2*fcl*IL-18* 
[0 15 0] 

L- 1 8 I L-l 2l±fliWf\ S E<7)mm^%tf2> 

[0 15 1] 
[^O^jm] 

O^S^tlc^^ttcol g EJk^£3l§ j£-U Cl*i^AD#Oifc^tt&Jf#i^ 
[0 15 2] 

[0 15 3] 
[EI 1] 

KCASP IT s ^*X<Dm%:&mZ®mir2>Z.tK£Z>, ^Xh-C^I gE 

ifSo^smv bn-^o^*tfc *>^-t"ia"c**o 

[i2] 

A~F(±. KCASP 1 T g -WX<Dffim&mK&tfZ> I L-l 8<Oil^> 
[113] 
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*^HL-1 8Ifrg1£. Ml:Th 1/Th 2*IBJ!&OS&£Oi|g*£. =r > h n 

[0 6] 
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A~D(±, S p AtCi*5|fl|»«r$»t7tKe^?>. I L — 1 2 "C{±& < I L — 1 
8 0**«ifcffi$*L^jfe**. n> fn-;i/«i fcfcfc^i-B-e**,, 
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